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BARBARA ENSOU MJX, PbJ)., do deck « a» follows 



] , I am the inventor of the abovc-idencfie I patent application. My education and 
experiet ce arc aummari»d on my Curriculum Vuae, 



co-author of Chang ei a/., 1997, 
rcfwenc s;" attached hereto as Exhibit 2). 



1 vbich is attached hereto as Exhibit 1 
AIDS 11:1421-1431 Cine Chang 



Ihave been aaltritownsidet what om of ordinary alciU in the art v^ould have 



-1 Tat proton described in the Chang 
what one of stall in the art would have 
5reucnt application, ie n December 1. 



undente od about me first method for isolation of HIV 
refeteoc :. In particular, I have been asked to conaldo 
underatt pd, as of the first claimed priority date of the 

1997 rr >m the Chang reference regarding (1) the ard< r of the {exchange chromatography 
and me flC «eps, and (2) what solvent may have |een used «> the revere ph** HPLC 
step. 

4 The fim purification method of the ChLg reference is desenbed on page 1424 
^totoms^j^^™-™^-' Tne Chang reference^th^the 
prtcc^mvolv^^ 
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success re rounds of high-pressure liquidchromatogf iphy (OTIC) and ion-exebangs 
chrom3! ography, which the Chang reference indicate* ii perfonnc4 as described w wo 
earlier t fcreoces, U, reference 18, which is EnsoH « <*, 1993, J. Virology 67; 277-2B7 
(attache J as Exhibit 3). and reference 44, which is Bo lan « oi, 1992, Gene Expression 
2:3914 H (attached as Exhibit 4). The relevant paws jc of Eiuoli er of., reference 18, is on 
page 27 J, column I. The relevant passage of Bohan < r at, reference 44, is in the paragraph 
spannin | pages 393 to 395, which indicates that theT it protein was purifiedby successive 
rounds Jf molecular sieve and HPLC reverse phase cl romatography. 

Although not explicitly stated in Ensol « or Bohan et ol., It is my opinion 
That onc| ildUed in the art would know that HPLC pref irably is not perf opned on crude 
extract! (see. Chris Shaw. Methods in Molecular Biology, Vol. 32: Basic 
Protein knd Peptide Protocols, Chapter 31, page 275, i i 01 sentence under Introduction, Edited 
hyJM.tftlker.1994, Humana Press toe., bereioaftc "Shaw", attached as Exhibit 5). The 
stilled Jmsari also would have been aware that a revc *e-pha*c fwtiaiation is generaUy 
oofeasiL on crude extracts and U desirable after ion- sxchange in order to facilitate removal 
of ionihange buffer salts {see, Stow, at page S Al. attached as JUbibit S; and Jan- 
Crustw fanson and Lara Rycen In Protein Purificanon Chapter 1. pages 16-18, Edited by 
VCH pLsners Inc., 1989, attached as Exhibit 6). TJ ius. it is my opinion that one skilled in 
the art Lid have understood dm in each successive round, the HPLC step would nave been 
perf ormld after the lon-exchange chromatography, an 4 thus the eluted Tat protein would be 
Tainted <iitb HPLC buffer. 

Although neither the Chang reference, ict EraoU « O., nor Bohan ei ai. 
wdicJwhat solvent was used in the reverse phase H OA a solvent cwmnonly used in 
reverse kase HPLC, as of the priority date of the abo ^identified appUcation, was 
acetordk particularly acetonitrile containing some nncunt of tofluoroacenc acid (TPA) 
(, », el . Shaw, at page 280, attached as Bxrabit5 ; ^E.Byntes.Metnodsin 
MolecuL Biology, Vol 32: Baste Protein and Peptld i Protocols, Chapter 4, page 42, Edited 



byBM 
PaulC 



Dunn and M.W. Peyton, 1994, Humana 'ressln^. attached as Exrubir 7; and 
adek, The HPLC Solvent Guide, Chapter 7. ! lection 7.6/4 on page 251, 1996, John 
Wl ky 4 So M J TO .. attached as Exhibit 8). Indeed.* nrffer containing acewurale and TFA 
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I hereby declare thai all statements a ade heteia of my own knowledge ate 
m*e and thai all s:arei7iCTis nude on infoanatum and ieUef ate believed to be true; and 
fuitherjtalmto 

of the United States Code, and that such willful false 
of the application, and any patent issuing thereon 



or both, under Section 1001 of Title 18 
itatenents may jeopardize the validity 



Date: 



Barbara 



BnsoU.MP.PhD. 
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CURRICULUM VITAE 



Name : Dr. Barbara Ensoli 

Date and Place of Birth : January 23, 1960; Latina, Italy 



Education : 

1 978- 1 984 - University of Rome "La Sapienza", Medical School, Rome, Italy 

1984 - M.D., University of Rome "La Sapienza", Rome, Italy 

1984-1987 - Residency in Allergy and Immunology, University of Rome "La Sapienza," Italy 

1987-1991 - Ph.D. (Immunology), University of Rome, Italy 



Other Training: 

1986 - Authorised User for Radioactive Compounds, Radiation safety branch, National 
Institute of Health (NIH), Bethesda, Maryland, USA. 

1988 - Molecular Biology course "Special topics in recombinant DNA technology", Biotrac, 

Foundation for Advanced Education in the Science, NIH, Bethesda, Maryland, USA. 

1989 - Biochemistry's course of "Separation techniques", Biotrac, Foundation for Advanced 

Education in the Science, NIH, Bethesda, Maryland, USA. 

1993 - Responsible Supervisor for Radioactive compounds, National Safety Branch, 

National Institute of Health (NIH), Bethesda, Maryland, USA. 



Brief Chronology of Employment : 

1982-1986 - Internship, Department of Allergy and Clinical Immunology, Laboratory of 

Immunology, University of Rome "La Sapienza," Italy 
1986 - Fellowship, Italian Cancer Society, Laboratory of Tumor Cell Biology 

(LTCB), National Cancer Institute (NCI), NIH, Bethesda, Maryland, USA 
1986-1990 - Visiting Fellow, LTCB, NCI, NIH, Bethesda, Maryland, USA 
1 990- 1 993 - Visiting Associate, LTCB, NCI, NIH, Bethesda, Maryland, USA 

1993- 1994 - Visiting Scientist, LTCB, NCI, NIH, Bethesda, Maryland, USA 

1994- 1995 - Visiting Scientist (Tenure Track), Head of the Vascular Biology and AIDS- 

associated Malignancies Unit, LTCB, NCI, NIH, Bethesda, Maryland, USA 
1996-1999 - Director of Research, Laboratory of Virology, Istituto Superiore di Sanita, 
Rome, Italy 

2000-2004 - Director, Retrovirus Division, Laboratory of Virology, Istituto Superiore di 
Sanita, Rome, Italy 

2004 - Director, AIDS Division, Department of Infectious, Parasitic and Immune- 

mediated Diseases, Istituto Superiore di Sanita, Rome, Italy. 

2005 - Director, National AIDS Center, Istituto Superiore di Sanita, Rome, Italy. 
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Program Coordinator: 



- National AIDS Program, Ministry of Health, Italy. 

- AIDS Vaccine Integrated Project (AVIP), FP6, European Commission 

- "Very Innovative AIDS Vaccine" (VTAV) (Specific Targeted Research Project), FP6, European 
Commission. 

- Concerted Action on "The use of HIV protease inhibitors in AIDS-associated Kaposi's sarcoma", 
National AIDS Program, Ministry of Health, Italy. 

- Concerted Action on HIV/AIDS vaccine development (ICAV), National AIDS Program, Ministry 
of Health, Italy. 

- Italy-USA inter-institute (Istituto Superiore di Sanita and NIH) cooperation on "HIV/AIDS 
vaccine development". 

and 

- Principal Investigator, "Joint Program ISS/Chiron for the development of a combined vaccine 
against HIV/AIDS". Chiron Corporation, Emerville, California, USA (2002-2005). 

- Principal Investigator, Master Clinical Study Agreement for the use of the HTV protease inhibitor 
Indinavir in the treatment of tumors. Merck & Co., New Jersey, USA. 

- Principal Investigator, Mucosal Vaccines for Poverty Related Diseases (MUVAPRED) Integrated 
Project, FP6, European Commission. 



Cooperative Research and Development Agreement with Industries: 

Principal Investigator, "Therapy of AIDS-associated Kaposi's sarcoma and other AIDS-associated 
malignancies by using phosphorothioate oligonucleotides and other analogues directed against basic 
fibroblast growth factor, other cytokines and the HIV-1 Tat protein". Lynx Therapeutics, Inc., Hayward, 
California, USA (1993-1995). 

Principal Investigator, "Joint Program ISS/Chiron for the development of a combined vaccine 
against HIV/AIDS". Chiron Corporation, Emerville, California, USA (2002-2005). 

Principal Investigator, Master Clinical Study Agreement for the use of the HTV protease inhibitor 
Indinavir in the treatment of tumors. Merck & Co., New Jersey, USA 



Committees and Societies : 

- VII International AIDS Conference Program Committee 

- International Symposium on Cytokines and HTV, Scientific Committee 

- European Conference on Experimental AIDS Research (ECEAR), Scientific Committee and 
Organizative Committee 

- National AIDS Program, Scientific Committee, Ministry of Health, Italy 

- AIDS-associated Malignancies Working Group (AMWG) Committee, NCI, NIH, USA 

- Italian Association of Immunopharmacology, Scientific Committee 

- National Committee for the "Challenge against AIDS and other infectious diseases", Ministry of 
Health, Italy 

- Committee for patent activity of the Istituto Superiore di Sanita, Ministry of Health, Italy 

- Scientific Committee, Concerted Action for AIDS Epidemiology, Ministry of Health, Italy 
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- Organizing Committee, International Conference on Human Herpesvirus-6, -7 and -8 

- Italian expert for the European Agency for the Evaluation of Medicinal Products (EMEA) 

- Responsible for the Scientific Committee "Italy-USA for the development of vaccines against 
HIV/AIDS" 

- WHO-UNAIDS Vaccine Advisory Committee 

- Member of the European Molecular Biology Organization (EMBO) 

- American Association of Immunologists (AAI) 

- European Steering Committee for the development of a vaccine against HIV/AIDS 

- UNESCO delegate for Italy, Vice-President of the Natural Sciences Committee 

- United Nations General Assembly for HIV/AIDS (New York , 25-27 June 2001), member of the 
delegation representing Italy 

- Permanent Observatory, "Marisa Bellisario Foundation", for the analysis and the commentary of 
parliamentary initiatives in public health and scientific research 

- National Committee for AIDS, Ministry of Health, Italy 

- Scientific Committee, Project "Patologia, Clinica e Terapia deH'AIDS", Istituto Superiore di Sanita. 

- Workgroup on Infrastructures and on excellent European networks in the field of biosafety and 
biotechnology instituted by the National Committee for Biosafety and Biotechnology, Presidenza 
del Consiglio dei Ministri 

- Expert for the European Commission for the assessment of the "Expression of Interests", June 12 
2002. 

- Conference Organization, XIV International AIDS Conference, Barcelona 7-12 July, 2002 

- External examiner in medical sciences for a candidate at the Stellenbosh University, South Africa, 
2002 

- Member of the board of examiners at the Jawaharlal Nehru Centre for Advanced Scientific 
Research, for the year 2003. 

- Member of the WHO-UNAIDS HTV Vaccine Advisory Committee (VAC), 2004. 

- Member of Teaching Scientific Committee of the International PhD courses, German Research 
Center For Biotechnology (GBF), Germany. 

- Member of Guarantee Committee, Consiglio Nazionale delle Ricerche (CNR), Rome, 2005. 



Honors and Other Special Scientific Recognition : 

1984 - Summa cum laude 
1987 - Summa cum laude 

1990 - "Italian Society for AIDS Research" award for the most significant publication in the 

field of AIDS research for 1989, "AIDS-Kaposi's sarcoma-derived cells express 
cytokines with autocrine and paracrine growth effects." Science 243: 223-226, 1989 

1991 - Summa cum laude 

1991 - Proposed for Tenure and Head of the Unit of Vascular Biology and AIDS-associated 

Malignancies by Site Visit Review Board, NCI, NIH, USA 

1992 - Award from the NIH for contribution to technology transfer from the Laboratoy of 

Tumor Cell Biology to the private sector 

1993 - Award from the NIH for contribution to technology transfer from the to the Laboratoy of 

Tumor Cell Biology to the private sector 

1994 - Award from the NIH for contribution to technology transfer from the Laboratoy of 

Tumor Cell Biology to the private sector 
1994 - Grandfathered into Tenure Track Program, NIH, USA 

1998 - Scientific award on "vaccinal strategies against AIDS: The Italian experience", 
conferred by Rome Major Francesco Rutelli and by the Assesor of Cultural Policies 
Gianni Borgna at Sala dell'Ercole of Musei Capitolini in Campidoglio. 
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1998 - Award for special professional merits from the Cultural Association "Nuova Immagine 

Latina" at Palazzo della Cultura, Latina 

1999 - International Award "San Valentino d'Oro" conferred by the Comitato per la 

"Premiazione di un messaggio d'Amore for the whole professional activity against 
AIDS". 

1999 - International Award "Premio Marisa Bellisario" conferred by Foundation Marisa 
Bellisario for professional activities. 

1 999 - International Award "Inner Weel" for professional merits. 

2000 - "Fiore di Roccia" Award for scientific work given by the Manna Cultural Association, 

held in the Library Room at CNEL. 
2000 - Honor (Ufficiale), conferred for scientific achievements by the President of the Italian 

Republic Mr A. Ciampi, 2000 
2000 - "Eleonora Benvenuti Turziani" Award for the year 2000, Perugia, for scientific and 

professional merits. 

2000 - "Universum" International Award for the year 2000, Potenza, for scientific and 
professional merits. 

2000 - "Woman of the year 1999" Award conferred by the magazine "Grazia" (Mondadori Ed.) 
for scientific and professional merits. 

2000 - Honorary Member of Medical Women's International Association (M.W.LA). 

2001 - Honor (Cavaliere dell'Ordine al Merito della Repubblica Italiana) conferred by the 

President of the Italian Republic Mr. A. Ciampi, 2001. 
2001 - "Domenico Marotta" Award for year 2000, conferred from professional merits by the 
National Academy of Sciences (also known as "National Academy of XL") at the Royal 
Museum of Mineralogy, Naples. 

2001 - "Graziella Fumagalli" Award for year 2001, conferred from professional merits by the 

Confartigianato Donna Impresa, Padova. 

2002 - "Santa Caterina" Award for year 2002, conferred from professional merits by "S. 

Caterina d'Oro" and "Cateriniani nel Mondo", Siena. 
2002 - "Graziella Fumagalli" Award for year 2002, conferred from professional merits by the 

Confartigianato Donna Impresa, Padova. 
2002 - "Altipiani d'Arcinazzo" Award for year 2002, conferred from scientific and professional 

merits. 

2002 - "R.O.S.A." Award for the year 2002 conferred from professional merits by the Canova 

Club. 

2003 - "Minerva" Award for the year 2003 conferred for scientific and professional merits. 

2003 - "Italiani nel Mondo" Award for year 2003 (III Edition) conferred for professional merits 

by the Ministero per gli Italiani nel Mondo (Marzio Tremaglia Foundation), supported 
by President of the Italian Republic. 

2004 - Honor (Ufficiale) conferred by the President of the Italian Republic Mr. A. Ciampi, 

2004. 

2004 - "Ordres des femmes de la jarretiere" award for the year 2004 for scientific and 
professional merits. 

2004 - International Award "Paul Harris Fellow" conferred by the Rotary Foundation for 

professional activities. 
2004 - "Vittorio Bachelet" award conferred for her Vaccine against AIDS. 
2004 - "Gentile da Fabriano" national award conferred for scientific and professional merits. 

2004 - "Stella" national award for the year 2004, conferred by the Associazione Italiana 

Ospedalita Privata (A.I.O.P.) for professional activities. 

2005 - "Donna Emerita" national award conferred by the Federazione Italiana "Donne, Arti, 

Professioni ed Affari", Padova, for scientific and professional merits. 
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2005 - "Premio Internationale alle Liberia" conferred by the Associazione di Cultura Liberale 
"Societa Libera", Milano, for scientific and professional merits. 

2005 - "Eminent Scientist of the Year 2005" International Award for Europe, conferred by 
the International Research Promotion Council - World Scientist Forum International 
Award -Science and Medicine, for scientific and professional merits. 



Teaching: 

Georgetown University, Washington, USA; Tulane University School of Medicine, New Orleans, 
USA; NIH, Bethesda, Maryland, USA; Columbia University, New York, USA. 

External Examiner: MSc in Medical Sciences (Medical Virology), Candidate Mr. TS Scriba 
(12721255-1997), University Office Tygerberg Campus, Africa, 2002. 

Member of Teaching Scientific Committee of the International PhD courses, University of Ferrara, 
Stockholm and German Research Center For Biotechnology (Germany). 

Courses to Medical Doctors on AIDS pathogenesis, AIDS-associated tumors, angiogenesis, 
HIV/ AIDS vaccine development at the University of Ferrara, Ferrara, Italy. 

- Appointed Professor, Medical School, University of Ferrara, Ferrara, Italy (1999/2000, 2000/2001, 
20001/2002, 2002/2003, 2003/2004, 2004/2005, 2005/2006). 

Advisory of the Teaching Scientific Committee of the PhD courses in Experimental Oncology, 
University of Ferrara, Ferrara, Italy. 

Member of the Microbiology and Virology Post-Graduate School Committee and University 
teacher for the integrative course "Innovative vaccines", Microbiology and Virology School, 
Faculty of Medicine, University of Brescia, Italy. 

University teacher on "Novelty in oncohaematology" (November 29-30, 2002, Legnano), 
Legnano Hospital, Italy. 

Member of Teaching Scientific Committee of the International PhD courses in Medical 
Immunemicrobiology, University of Rome "Tor Vergata", Rome, Italy. 

Warrant (designated by "Centra Nazionale Ricerche", year 2005) for the disciplinary 
aggregation of expertise, with the task of proposing the nominees of the members of the boards 
of examiners recruiting personnel (investigators and technicians) and for personnel promotions. 



Patents : 

- Ensoli, B. and Gallo, R.C.: Method for treating Kaposi's sarcoma with antisense oligonucleotides, 
(U.S. and European Patent, No. 5990088, November 23, 1999). 

- Ensoli B.: HIV-1 Tat, or derivates thereof, alone or in combination, for prophylactic and 
therapeutic vaccination. (Italian patent, priority date December 1, 1997 N. 1297090; PCT 
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November 30, 1998, No. PCT/EP98/07721, Publication No. W099/27958; European Patent 
Application No. 98966601.1, priority date November 30, 1998). 

- Ensoli B.: Employment of human immunodeficiency virus (HIV) protease inhibitors (HIV-PI) 
for utilizing them as drugs or realizing new anti-angiogenic, anti-tumor, anti-edemic, anti- 
inflammatory drugs, for the treatment of Kaposi's sarcoma, tumors and angioproliferative, 
inflammatory and autoimmune diseases in HIV infected or non infected subjects (European 
Patent application, No. RM2001 A000210, priority date April 18, 2001; PCT April 18, 2002, 
No. PCT/EP02/04303, Publication No.WO02/087583). 

- Ensoli B.: Use of biologically active HIV-1 Tat, fragments or derivatives thereof, to target 
and/or to activate antigen-presenting cells, and/or to deliver cargo molecules for preventive or 
therapeutic vaccination and/or to treat infectious diseases, inflammatory and angiogenic 
diseases, and tumors. (European Patent application, No. 01118114.6, priority date July 26, 2001, 
PCT July 26, 2002, No. PCT/EP02/08377, Publication No. WO03/009867). 

- Ensoli B., Gavioli R., Caputo A.: Vaccines (United Kingdom Patent application, No. 0323840.9, 
priority date October 10, 2003; PCT October 10, 2004, No. PCT/EP2004/1 1950). 

- Ensoli B., Caputo A., Laus M., Tondelli L., Sparnacci K. Nanoparticles for delivery of a 
pharmacologically active agent (United Kingdom Patent application, No. 0325625.2, priority date 
November 3, 2003; PCT November 3, 2004, No. PCT/EP2004/0 12420). 

- Ensoli B., Caputo A., Gavioli R., Tondelli L., Laus M., Sparnacci K. Use of microparticles for 
antigen delivery (United Kingdom Patent application, No. 0325624.5, priority date November 3, 
2003; PCT November 3, 2004, No. PCT/EP2004/0 12421). 

Ensoli B. Novel Tat complexes, and vaccines comprising them (United Kingdom Patent 
application, No. 0405480.5, priority date March 11, 2004; PCT March 11, 2005, No. 
PCT/EP2005/003043). 

Ensoli B., Marconi P., Caputo A. Recombinant Herpes Simplex Virus And Uses Therefor 
(United Kingdom Patent application, No. 0406389.7, priority date March 22, 2004; PCT March 
22, 2005; No. PCT/EP2005/003635). 

Ensoli B., Peng B., Voltan R., Robert-Guroff M. Improved replication-competent adenoviral 
vectors (US Patent Application, No. 60/629,722 - priority date November 18, 2004) 



Editorial Board Member: 
Lancet Oncology 



Reviewer for Journals : 
AIDS 

AIDS Research and Human Retroviruses 
American Journal of Pathology 
Archives of Oral Biology 
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Blood 
Cancer 

Cancer Research 
Cell Death and Differentiation 
Clinical Cancer Research 
EMBO Journal 

European Journal of Immunology 

Expert Opinion on Investigational Drugs 

FEBS Letters 

Gene Therapy 

Human Gene Therapy 

International Journal of Cancer 

Journal of Acquired Immunodeficiency Syndrome 

Journal of Clinical Investigation 

Journal of General Virology 

Journal of Immunology 

Journal of Infectious Diseases 

Journal of Neuroscience 

Journal of Virology 

Laboratory Investigation 

Microvascular Research ^ 

Nature 

Nature Medicine 

New England Journal of Medicine 
Oncogene 

Proceedings of the National Academy of Sciences, USA 

The American Journal of Pathology 

Trends in Biotechnology 

Vaccine 

Virology 

Reviewer of Grants for : 

- Louisiana Education Quality Support Fund, Research and Development Program NIH Grants, USA 

- NIH Grants, Ohio State University Comprehensive Cancer, The Ohio State University, USA 

- Center National Health Research and Development Program, Canada 

- Wellcome Trust registered Charity, London, UK 

- Extramural AIDS grants, Ministry of Health, Italy 

- European Molecular Organization (EMBO), Germany 



Experiences related to HIV/AIDS 

Study of virus-host interaction with particular regard to the effects of viral products. First demonstration 
that the Tat protein of HTV-1 is released by acutely infected cells and exerts key activities on the virus and 
on endothelial cells. Role of the HIV-1 Tat protein, cytokines and HHV-8 in the pathogenesis of AIDS- 
associated Kaposi's Sarcoma. Biology of angiogenic growth factors. Gene therapy approaches for the 
inhibition of HTV-1 replication in vitro and AIDS-associated tumor development in vivo. Role of HTV-1 
protease inhibitors as anti-angiogenic factors in promoting regression of AIDS-Kaposi's sarcoma. 
Development of anti-HTV vaccines based on Tat protein or Tat-DNA which were found capable of 
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inhibiting virus replication and AIDS development in monkeys. Studies on the role of Tat as adjuvant: 
uptake by dendritic cells, induction of their maturation and promotion of their capacity to present antigens 
and to elicit T cell responses to other antigens. Studies on the humoral and cellular immune response to 
virus antigens during the natural course of infection and correlation with disease stages. Standardization of 
tests for the evaluation of humoral and cellular immune response to viral proteins and virological 
parameters for monitoring immunogenicity and efficacy of vaccine candidates in clinical trials. New 
immunization strategies to induce both systemic and mucosal immunity. Studies of vaccination strategies 
based on the combination of Tat with other viral regulatory and structural proteins. Cooperation with the 
industry to the development of novel therapeutic strategies. Implementation of production and purification 
protocols for large scale GLP and GMP production of candidate antigens. Organization and conduction of 
phase I preventive and therapeutic clinical trials for the Tat-based vaccine against HTV/AIDS in Italy; 
organization of phase II clinical trials in Africa (Uganda, South Africa and Swaziland). Coordination of 
the Italian "Concerted Action on development of a vaccine against AIDS" (ICAV), established under the 
Italian National AIDS Research Project with the aim to develop new preventive and therapeutic vaccine 
strategies to curb the HIV pandemic, consisting of a network of highly-qualified Italian Research Groups 
with different types of expertise required to develop a HIV translational research program. 
Coordination of the Joint Program ISS/Chiron for the development of a vaccine against AIDS based on 
the combination of Tat and Env and/or Gag. Coordination of the "AIDS Vaccine Integrated Project" 
(AVIP), awarded by the European Community within the FP6 Integrated Project on Poverty Diseases, 
involving a network of 15 European and African research groups, to the aim of developing preventive and 
therapeutic vaccines against HTV/AIDS based on the combination of structural and regulatory proteins. 



Field Experiences related to HIV/AIDS 

Role of Tat protein of HIV-1 and the Human Herpes virus 8 (HHV-8) in the pathogenesis of 
Kaposi's Sarcoma, an angioproliferative disease which is present at high frequencies in Africa. 
Studies on transmission of HHV-8 infection in Egypt, Cameroon, Uganda and Papua New Guinea, 
demonstrating non sexual transmission of HHV8 among adults and absence of vertical transmission 
(mother-to-child) in children. Membership of an International Collaborative Group and 
participation in studies on variability and evaluation of Kaposi's sarcoma-associated herpesvirus in 
Europe and Africa. Immunological and virological studies in the field of HIV infection in African 
countries (South Africa, Uganda, Swaziland, and Ivory Coast), preliminary to phase IL/III clinical 
trials with a vaccine against HIV/AIDS based on the biologically-active Tat protein, developed at 
ISS. Molecular epidemiological studies in Uganda and South Africa for determination of locally 
circulating HIV subtypes. Studies on variability of Tat protein in Uganda and South Africa in field 
isolates from patients infected with different HIV subtypes. Standardization of immunological and 
virological tests in genetically and environmentally different human populations in Africa (Uganda, 
South Africa, Swaziland) where phase Will trials with the Tat-based vaccine are planned. 
Epidemiological feasibility studies to identify potential cohorts for phase Will clinical trials. 
Studies in Uganda demonstrating the presence of an immune activation in HIV-infected African 
patients environmentally driven and associated with up-regulation of the HIV co-receptor CCR5. 
Establishment of collaborations with African countries for the development of clinical trials with 
the Tat-based vaccine. 
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